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Nel 2022 si sono registrate 403 nuove diagnosi di AIDS, pari a un’incidenza di 0,7 casi per 100.000 residenti. 
La maggior parte delle persone (83,7%) che hanno ricevuto una diagnosi di AIDS ha scoperto la propria sieropositività 

da meno di 6 mesi, tempo intercorso tra il primo test HIV positivo e la diagnosi di AIDS. 



Andamento temporale delle più comuni patologie indicative di AIDS in persone che 
non hanno effettuato trattamenti antiretrovirali pre-AIDS (2000-2022) 



Study design: all OI-related US hospitalization rates and in-hospital mortality per 100 000 PWH  were estimated for the 
years 2011 through 2018 

The OI-related hospitalization rate fell from 2725.3 (95% CI, 2266.9–3183.7) per 100000 PWH in 2011 to 1647.3 (95% CI, 1492.5–1802.1) in 2018 (P.001), but the 
proportion of hospitalizations with mortality was stable (5.9% in 2011 and 2018).
Higher OI-related mortality was associated with older age (LR P.001), male sex (LR P.001), Hispanic race/ ethnicity (LR P.001), and being uninsured (LR 
P.009). 
 

Clinical Infectious Diseases 2024;79(2):487–97 



31620 pts from 15 cohorts ( ART-CC): during a median follow-up period of 43 months, 2880 ADEs were diagnosed in 2262 
patients; 1146 patients died 

CID 2009:48 (15 April) • HIV/AIDS 



When to start ART in persons  with Opportunistic Infections



4.5% (2.1-8.6) of patients with any type of IRIS died, 3.2% (0.7-9.2) of those with tuberculosis-associated IRIS 
died, and 20.8% (5.0-52.7) of those with cryptococcal meningitis died.

Muller, et al. Lancet ID 2010



When to start ART in persons  with Opportunistic Infections
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J. Beardsley, NEJM 2016



Study design: Data on ART-naive PWH with CM diagnosed from 1994 to 2012 from Europe/North America were pooled from the COHERE, NA-ACCORD, and CNICS 
HIV cohort collaborations. Follow-up was considered to span from the date of CM diagnosis to earliest of the following: death, last follow-up, or 6 months 



Estimated survival in PWH with cryptococcal meningitis (CM) 
according to early or late ART Initiation

Mimicking an RCT, with 190 people in each group, there were 13 deaths among participants with an early (within 14 days of 
CM) ART regimen and 20 deaths among those with a late (14–56 days after CM)ART regimen. The crude and adjusted hazard 
ratios comparing late with early ART were 1.28 (95% confidence interval, .64–2.56) and 1.40 (.66–2.95), respectively 



Clinical trials are difficult to conduct. Careful analysis of 
observational data plays an important role in informing clinical 
care. Mimicking clinical trials using “big data” is interesting and 
increasingly used; however, complex statistical methods can 
never overcome the limitations inherent in observational 
datasets, especially when large amounts of missing 
data exist. Small observational studies cannot replace 
appropriately powered randomized clinical trials. To determine 
whether the impact of early ART initiation in cryptococcal 
meningitis differs in high-income countries and whether 
guidelines should change, the authors would need to conduct 
further randomized clinical trials. 



Special Considerations Regarding ART Initiation 

The issue of when to start ART in the setting of cryptococcal meningitis remains controversial. The randomized
trials, most of which are more than a decade old, were largely done in low- and middle- income countries where
access to currently recommended antifungal treatment, monitoring, and support may have been less optimal, and
they demonstrated overall mortality rates substantially higher than had been reported in higher resourced settings.
While the observational cohort study in higher resourced settings is limited by its observational, retrospective nature
and cannot fully address unrecognized biases, it is unlikely that a suitably powered prospective randomized trial can
be done in high-resourced settings now, given the precipitous decline in incidence of cryptococcal meningitis in
people with HIV treated with more effective antifungal therapy and more effective and better tolerated ART
regimens than were available in some of the earlier trials. Therefore, most experts aim to start ART within 4 weeks
of antifungal therapy. Therefore, most experts aim to start ART within 4 weeks of antifungal therapy; however,
individual patient factors may allow for earlier or later initiation of ART. In general, ensuring that the patient’s CSF
cultures are sterile before starting ART will reduce the risk of IRIS. If ART must be started sooner, the patient
should be monitored closely for paradoxical IRIS with a low threshold to intervene.



Epidemiology of TB/HIV Coinfection in Europa

EU 4,1%
Portogallo 10,1%

Spagna 9,1%

In Italy, in 2022, 2,439 cases of TB were reported (69% pulmonary) with an incidence rate of 3.8 cases 
per 100,000 inhabitants, a slight increase compared to 2021. 
From 2012 to 2021, patients with AIDS accounted for between 8% and 13% of the total TB cases. The 
proportion of foreigners among AIDS/TB cases decreased from 80% in 2012 to 63% in 2021. [ISS data]

• TB is the leading cause of morbidity and mortality among people living with HIV worldwide. 
In 2019, 820,000 HIV+ patients developed TB, and 208,000 deaths among HIV+ patients 
were attributed to TB.
With the spread of ART, there has been a 1.6% per year reduction in patients with TB. 

(EARS-NET 2022)



When to start ART in persons  with Opportunistic Infections



STUDY N. 
Patients

cART
Initiation

CD4+
( median)

OUTCOME IRIS

SAPiT 1/2 Study
(South Africa) 
N Engl J Med 2011

642 Group 1: within 4 weeks of starting 
Tb Ttherpy
Group2: within  4 weeks of 
continuation phase of TB therpy
Group 3: within 4 weeks after 
completing tuberculosis treatment 

< 500
(150)

56% lower mortality (HR= 0.44; p 
= 0.003)in Groups 1-2(5.4 per 
100 person-years (25 deaths; 
n=429)) compared to Group 3 
(12.1 per 100 person-years (27 

deaths; n=213)) 

12.4% (53/429,) 
participants in Groups 1-2 
and 3.8% (8/213)in Group 

3

CAMELIA Study
( 6 CAMBODIAN
centers)
N Engl J Med 2011

661 Group 1: 2 weeks after TB therapy
Group 2: 8 weeks afterTB therapy 

< 200
(25)

59 deaths (18%) in Group 1 vs 90 
deaths (27%) in Group 2 (hazard 

ratio, 0.62; P=0.006) 

Increased incidence in 
Group 1 vs Group 2(HR, 

2.51; 1.78 to 3.59; 
P<0.001) 

AIDS Clinical Trials 
Group Study 
A5221
(STRIDE)
N Engl J Med 2011

809 Group 1: within 2 weeks of TB 
Therapy ( immediate ART )
Group 2: within 8–12 weeks  of TB 
therapy (early ART)

< 250
(77)

12.9% of AIDS/death in Group 1 
by 48 weeks compared to 16.1% 

in Group 2 (p=0.45)
15.5% vs 26.6% when CD4<50 

cell/mmc ( p=0.02)

11%  in Group 1 vs. 5% in 
Group 2: (p=0.002)

Timing of ARV in HIV/TB coinfection





American Thoracic Society (ATS) and /Infectious 
Diseases Society of America (IDSA) guidelines 
recommend that people with TB meningitis should 
not start ART before 8 weeks of TB treatment is 
completed, regardless of CD4 count



191.Clin Infect Dis. 2011;52(11):1374-1383. 

Black solid lines correspond to immediate antiretroviral therapy (ART), 
dashed gray lines to deferred ART 

Study design: randomized, double-blind, placebo-controlled trial of immediate versus deferred  ( >2 months) ART in 253 patients 
with HIV-associated tuberculous meningitis 

Results
Immediate ART was not significantly associated 
with 9-month mortality (hazard ratio [HR], 
1.12; 95% confidence interval [CI], .81–1.55; P 
= .50) or the time to new AIDS events or death 
(HR, 1.16; 95% CI, .87–1.55; P = .31). The 
percentage of patients with severe (grade 3 or 4) 
adverse events was high in both arms (90% in 
the immediate ART group and 89% in the 
deferred ART group; P = .84), but there were 
significantly more grade 4 adverse events in the 
immediate ART arm (102 in the immediate ART 
group vs 87 in the deferred ART group; P = 
.04). 



N Engl J Med 2023;389:1357-67.

Study design: double-blind, randomized, placebo-controlled 
trial involving HIV- positive adults (≥18 years of age) with 
tuberculous meningitis in Vietnam and Indonesia 

Results: 520 adults were included. Death occurred in 116 of 
263 participants (44.1%) in the dexamethasone group and in 
126 of 257 participants (49.0%) in the placebo group (hazard 
ratio, 0.85; 95% confidence interval, 0.66 to 1.10; P=0.22). 
Incidence of IRIS was similar in the two groups of patients.
No differences in incidence of serious adverse events were 
recorded in the two groups

Conclusion: Among HIV-positive adults with tuberculous 
meningitis, adjunctive dexamethasone, as compared with 
placebo, did not confer a benefit with respect to survival or 
any secondary end point. 



What Antiretroviral therapy to start 
in AIDS subjects?

Data on the efficacy of common regimens to 
treat advanced HIV/AIDS people are limited. 
Most trials have had <20% of participants with 
CD4 cell counts <200 cells/μL, and these trials 
were not powered to detect differences in this 

subpopulation





Antiretroviral regimens in TB/HIV co-infection 

* DTG should be dosed 50 mg bid when given with rifampicin since rifampicin 
lowers DTG exposure. This dose adjustment should be maintained for 2 weeks 
after stopping rimfampicin as the inducing effect persists after discontinuation of 
a strong inducer



ARV and Rifampin/Rifabutin Drug-Interactions 

 

Antiretroviral therapy Rifampin/Rifabutin Recomendations

Dolutegravir (50 mg x 2) Rifampin (10 mg/kg) (AI) 

Dolutegravir (50 mg x 1) Rifabutin (5 mg/kg) (AII)

Efavirenz (600 mg/die) Rifampin (10 mg/kg) (AII)

Raltegravir (800 x 2) Rifampin (10 mg/kg) (BI) 

Raltegravir (400 mg x 2) Rifabutin (5 mg/kg) (BII)

Lopinavir/ritonavir (800/200 mg x 2) Rifampin (10 mg/kg) (BI)

Lopinavir/ritonavir ( 400/100 mg x 2) Rifabutin (2,5 mg/Kg) (AI)

Doravirine (100 mg x 2) Rifabutin (5 mg/kg) Expert opinion

Rilpivirin oral  (50 mg/die) Rifabutin (5 mg/kg) Expert opinion









Effectiveness of B/F/TAF in PLWH With Advanced 
HIV

Pérez-Valero I, et al. HIV Glasgow 2022, Poster P052

Outcome
Rate of VS (HIV-1 RNA < 50 c/mL) at Week 24 with B/F/TAF (primary 
objective), comparison of VS rates with other regimens

TN PLWH – CORIS: Cohort (Spain)

2019–2020
N = 232

VS (HIV-1 RNA < 50 c/mL) at Week 24Baseline Characteristics at ART Initiation

VS, virologic suppression

Starting ART with B/F/TAF in PLWH with advanced disease was associated with high rates of 
effectiveness after 24 weeks

B/F/TAF
(n = 95)

Other ART
(n = 137)

Female, % 13 15

Age, years, median 40 40

AIDS diagnosis, % 37 36

CD4 count, cells/µL, median 103 92

CD4 count < 50 cells/µL, % 23 24

HIV-1 RNA > 105 c/mL, % 64 62

B/F/TAF (n = 95)

PLWH with CD4 count < 200 cells/µL or a previous AIDS 
diagnosis (2019-2020) starting ART with ≥ 24 weeks’ follow-up

Other ART (n = 137)

74%
60%
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HIV Medicine (2021), 22, 47--53 

Two hundred and eighteen late presenters were included 
in this retrospective study: 13.8% were women and 23.8% 
were of non-European ethnicity, and the mean baseline 
CD4 count was 91 cells/μL (standard deviation 112 
cells/μL). A total of 131 late presenters started on INI- and 
87 on PI-based treatment. It was found that 86.1% of 
patients treated with INIs and 81.1% of patients treated 
with PIs had a viral load < 50 copies/mL at week 48; 
proportions of discontinuation because of adverse events 
were 6.1% in the INI group and 11.5% in the PI group. No 
significant differences in discontinuation proportions were 
observed at week 12 or 48 between INI- and PI-based 
regimens (P = 0.76 and 0.52, respectively). Virological 
response was equally good in those receiving INIs and 
those receiving PIs (86.1% vs. 81.1%, respectively; P = 
0.36). 



BL Demographic and Clinical Characteristics
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 No ART discontinuation due to 

toxicity or virologic failure
 6 SAEs (n = 3)
 1 participant changed ART due to 

disseminated TB

 No ART modification was 
performed once GRT was reviewed

 2 virologic failures at Week 48, 
both resuppressed on B/F/TAF

Efficacy and Safety of Rapid Start of B/F/TAF in Late 
Presenters

Int J Antimicrob Agents . 2024 Jan;63(1):107049

Outcomes
Efficacy, safety and feasibility of rapid ART initiation strategy†

RAINBOW: Phase 4, single-center, single-arm study (Italy)

May 2020–
January 2021

Rates of Virologic Suppression and 
CD4 Count > 200 Cells/µL

Rapid start of B/F/TAF demonstrated high rates of virologic suppression and 
was generally well tolerated in people with advanced HIV

Characteristic N = 30

Female sex, n (%) 5 (17)

Age, years, median (IQR) 45 (38–58)

Sexual orientation, n (%)
MSM
Heterosexual
Other/unknown

5 (17)
10 (33)
15 (50)

Race (White), n (%) 27 (90)

CDC disease Stage C, n (%) 13 (43)

CD4 cell count, cell/mm3, median (IQR) 90 (39–147)

CD4/CD8 cell count, cell/mm3, median (IQR) 0.14 (0.09–0.24)

HIV RNA at BL, log10 c/mL, median (IQR) 6.0 (5.4–6.4)

 Improvement in total cognitive 
performance‡

ART-naïve participants presenting at HIV-1 
diagnosis with advanced disease*

N = 30

*Presence of an AIDS-defining event and/or CD4 cell count < 200 cells/μL; †B/F/TAF started within 7 days of HIV diagnosis; ‡Significant improvement (P < 0.05) for memory, fine motor functioning, working memory and 
neuropsychological performance (NPZ 12) domains. BL, baseline; GRT, genotype resistance test; IQR, interquartile range; NPZ 12, neuropsychological test composite z score; TB, tuberculosis

Week 4 Week 48BL



Efficacy analysis. Primary outcome viral load < 50 copies/ml at wk 48 

Abstract Supplement HIV Glasgow 10–13 November 2024 Journal of the 
International AIDS Society 2024, 27(S6):e26370

Total                     DT                           TT                  difference ( 95% CI)         p-value  

Study design: randomized, phase IV, open-label, multicentre clinical trial assessing the efficacy of DTG/3TC for the treatment of HIV-1 in treatment-naïve adults with CD4+ T-cell count 
≤200 c/mm3 and HIV-1 RNA >1,000 copies/mL with no known ART-resistance or HBV co-infection, conducted in 11 sites across Argentina and Brazil 

Characteristics of included patients: 25% F, 1/3 pts, CDC3, 43% pts, CD4< 117; 69% pts VL > 100.000; 23% pts, VL > 500.000; 11 PDVF with no RAMs (7 DT, 4 
TT)



Mpox



Admission in tertiary hospital (Day +68)HIV viral load: 795,000 copies/mL 
Regimen with intramuscular (IM) cabotegravir (CAB) and IM rilpivirine (RPV) was started on day +95, both to be administered 
monthly, with initial dosing of 600 mg of CAB and initiation of the later regimen, there was already a decrease in HIV viral load
from 5,000,000 IV cabotegravir/rilpivirine and IV zidovudine initiation to 9010 copies/mL

Infect. Dis. Rep. 2023, 15, 171–179 



Take home messages
• In high-income countries, it remains a concerning trend that the diagnosis of HIV 

infection is often delayed in a significant number of cases. 
• .Opportunistic infections continue to pose a serious threat, as they are still 

associated with a notable rate of mortality. A 35% mortality rate within 5 years of 
diagnosis of the initial AIDS-defining opportunistic infection leaves considerable 
room for improvement.

• For most opportunistic infections, it is crucial that antiretroviral therapy is started 
without unnecessary delay. Timely initiation of this therapy can significantly improve 
patient prognosis and overall health.

• Specific considerations must be made regarding the initiation of antiviral therapy in 
the presence of cryptococcosis and tuberculosis, both due to the risk of IRIS and 
potential drug-drug interactions.

• Data on the efficay of common regimens to treat persons with AIDS are still 
scarse and further clinical studies are warrant.
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